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(57) Abstract: An immunocompetent cell activation inhibitor comprising an antibody against OPN or fragment peptide portion 
thereof; a therapeutic agent for diseases attributed to immunocompetent cell activation, comprising this inhibitor as an active ingre- 
dient; and a method of treatment with the use of the therapeutic agent. Thus, there can be provided a medical agent capable of treating 
diseases attributed to immunocompetent cell activation, such as hepatopathy, spasmodic asthma, articular inflammation, diabetes, 
lupus, insular sclerosis, arteriosclerosis and lung Fibrosis, etc. 
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2KM^f H: VDTYDGRGDS VVYGLRS (IE5>J§€| 2 ) 
C©2 K 1 ^^h'li, avj83ta9/31 J > \s -fr? 9 - 

5 R G D t S V V Y G L EM****. 

3 -Ag 8- 6 5 Z*tfVT.^\sytf*)z\-)\,toitnmm'g;\Ztf\s, (j. 
Immunol. 146:3721-3728) IZifeKltUm fC cfc U A* ^ "J K - U£. jiJR 

li» S£fls£ti;fcG S T/O P N atCHOliJlS^e^UfcO P N - a|CliJ^/S 

•f G s Tlcii£J5SU&lNJ;p|;:j|;s.S/W ?y K — v£ Hectic <£ tifr 

2 K 1 h'Tft^UfcTO*;^, 2 K 1 tStfUfcty £P-x;H/t# 

ftfc* t/^p-J-jUStft2 K 1 *B£r<&/\<f 7U K- T£H u m a 
n Osteopontin hybridoma 2 K 1 i:=S#{j"T2 0 0 1 ^ 

305-8566 B*H3c«*-3< tfiUJUl TB 1 #*1 «P*S& 6) (CFERM BP 
- 7 8 8 3 <hUTWfEL£. 

is & m i 
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O P Nfc«fctf-5-<£ hP>tfy;l-fb#l ( hP>tr>«ffliSO P N) iOPN 

&£9x**>:/p«/ h&£fflUTSS&Lfc. 2 K 1 JftttliO P N- a, OPN 
-b, 0PN-cfcJ;^0PN-a©hn>t:>MTO-5NA-70PNi: 

ZtlttifV P is)U4t7 *-A<om®Z.O P N (J. Cell. Biochem. 77: 487-498, 
2002) ifcSJfcbfc. 

m m m 2 

OS$lU5Ci*«Tf f CTthOPNOSVVYGL R ggjlj |C*| =15 

ST^XOPNOSLAYGLRlBJIJiv R G D @B$lJ <£ 9 

^x^^y^xDrtspiejij (c + v 13 8^6 r 1 5 3) ic*fj&?- ■5£f!g^;/5 : • 
M 5 K : CVDVPNGRGDSLAYGLR (|£5IJ#^ 3 ) 
-^tSt£BALB/cT!>^ (6 aW, At) IC, M5ft#£ConA& 

o o ii g/ESTHHRrta^i/fc. =i> hp-^Piciso-y-^ I g 

G^|^^fiiS#Ufc e ;*l\T\ Co n A£3 0 0 m 8 /E"C»KrtSiJ Ufc. M 
5tt#»4 2, 6> 1 2 *5cfctf2 4R$IHft(Cjfil»€8ais3ttiAi;|f (p(?[)A L Tfit 

tt#£«5Uifcfc, C o n A&J»ft2 4 I^IBKO-ttl-fnflDJffH^aiflSlLv HE^ 
fe*frofc. ^-©^^$112 iCjjxLfc. H E&&4>Ig£ti: N I H Imaget 
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ggTfcofc (H3) . ALTffi|*M5ffitt£jgi*L.£i§£|ctt1 5 0 0 

sfti?*y» 5 o o ogg-cfeofc=i> hn-^cfc u bmmttz^tc (@n 
m m m 3 

ffF&T^txJM*. f?£S9T*;Ucc o nA£l 5 m g / k g T?g»Jf|cfi 

mOPN EL I SA kit ( (») &&£4fcfflftjff8) ^ft: E L I S A» 
fcJ:^m^^x^7K>^>tt#( (ft) ft&£#iBr2£;?ig[)£flH^£x;**>?' 
□ y ha*ffll\T»#fL;fc. E L I s AasOIMlfcH^cjSUfc. *jfc, 

E L I S A;i<DfS3U; U, 757lCCon A <£&#^~-g> C <h T'ffltOO P N 

*lc hP>tf>t;iif^O P N<D±##WgB;£:ti& 0 

* ss m 4 

»£S-7->*d:0PN*iAT*;* (OPN-/-) (Ri tiling SR., et al., 
Exp Nephrol, 1999, 7: 103-1 13) tf tl-ftlC o n 2 0 0 m g/ET^ 
«IS«!l2t|g*|cjfll»it>©ALTffligS*fjo)t. ConA£4 
0 0 M8/ES40T*»6©4«*Jt«Ufc. ALTfflaje©»S*H6C* 
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n m m 5 

(1 ) fF^^^nb^oi^^ 

3 0 0 figOCon AZmmMto®t*lsftmLfcBf£ : E7 : )\>V0Z(Dl¥fm& ( 
6B#P B ^) BU£Lfc», K^VI-^Xb. /yi/a$lUfc e Jfcl\TCtt£, P 
BSlCT3fcj£&. ffFfflJ)S£&y (1 OOU/ml) £#t?3 
3 %<D P e r c o I I (CAP*. 2,0 0 0 igT 1 5 tfPeli&S LTiBllJfe^ U y h 

zmmurco »&nfcate^i/y h&ftiii&sjAiffljssjft (jut. th l b&j 

£. M(C P B ST? 3 iHlgt^Ufc^, D-MEM/1 0 % F C S ICjffl*. 

(2) /FF^^Slflli*^ffll\fc$iai!&rtO P M<D&iti 

EL I S A;4lcJ:§}|!l^$-?-ti-?tiJUTO¥ilIlTi7o^o 

±!E ( 1 ) -CmmLftmmm&Amits (m o n e n s i n 

) 9 OtfiggU JaN K 1 . 1 trL&ttrLT C R j8 jJtf* (<hfcfC P h a r 

M i n g e n8) "ClBMlir^^^SSfe U/t. &(C, 4 %©/t7^A7;i/rk 

hti oamajeu -y-7K->A'>77- (i %fcs, o. i O. 
i %n a N 3 ^^t; p b smm xmm®mmtt?iz>rc. miz* \±*?->itLtz. 
opnusj/H* ( (ft) &&&®m?imM) &naz. * M^K7tfv>-A p 

C (^-^^y>SSI) ^I^iOTfffll, FACS+tU/t- (FACSc 
a I i b e r : BDi$) |=T»#f Ufco 
Sfc, $BBS±oS±S^ €>0 E L I SAIimOPN E I A kit ( (ft) 
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jr^f^T^xcjitertif-f bfi<<>%keL<Dt£%z®8 \z7Fbtzo sfc, m 
mf&ftit<< h^-o^feiccfcy. nkli + t c r + v$>z> n k Tmi&mmo 

EL I SASJliaU, N K 1 . 1 + T C R + T?$)SN KTgJHaSSICfct\TO P 

Nmmtm&znrctf. nki.i -t c R + T'$>&TMmm®\zt$\,\To pni 

(3) Jffffcfg^lClIifraO P Ngi§ft;}3<fctfM I P-2<DMVi 

*>j;t;Tiiifla^e>-en-?n}*wufcR n a^/bi^rt- pc R-esg^L-fc. * 

VmmZm 1 0 ICjj*Lfc. G 3 P DHttP> hP-^Ut UT^ffl L-Jt. JUTICR 

t- pc RiznmLftzf^^^-t^oym^i^^^ft (e$>js** 4~ i i) . 

G 3 P D H : 

5' - AC C A C A G T C C A T G C C A T C A C- 3 ' 
5'-TCCACCACCCCTGTTGCTGTA-3* (7>?-£>7.) 

5'— TGGAAGCTACTTAGGCTACT — 3' 
5'— TCCCACGACTTCGGTAGTAT— 3' (Z^-feV*) 
a 9-T >x^'J > : 

5'— AAAGGCTGCAGCTGTCCCACATGGACGAAG — 3' 
5'— TTTAGAGAGATATTCTTCACAGCCCCCAAA— 3' 
Ml P — 2 : 

5'— GAACAAAGGCAAGGCTAACTGA— 3' 

5'— AACATAACAACATCTGGGCAAT— 3' (7>^-fe>*) 
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HI 0 cfcU> a 9 4>T# , J>&J:TtM I P-2liNKT$UjSlCig3IL-tO-5 

n m m 6 

(1 ) »ij&££iitB 

*tl*tl*fiO PN ( r O P N : #WSrMO PN) SlO/tg/ml, hP>tf 
> (Thr) tlU/ml, O P N © h P > £>m<tM (T h r-OPN) £ 
1 0 /ig/m I £85*11 U 3 7t-C2^StUfc^, HUfe^^H*^* * 
>/t- (/|?71f'fX5/tm02 4^T r an swe I I t i ssue 
culture plate (Costarl) ) £ffiUTfTofc. i?£ 

(2) MMRiMia 

W Ifc t 9 X ft fcSfflJfetf). OPN©hP>tf>;TiHk#l (Th r- 

OPN) 1 0 n g/m I \Zttt%mmM7k&}%$:, 2 Tf§ 6 Hfc M 5 J/tft 

. Mlttft (O-W) ( (80 &&£ttffi£ffiK) » tfi<{>T?V>l3 1 (H 
M/5 1 ) fitft* fctj3 3 (HMJ3 3) Jfift, Sta v (RMV - 7) Utftfc <fc tfjjt a 
4 (R 1 - 2) jftft (ffiftfc PharMi ngeng) 01 00/ig/ml TRB 
life, ^-©$SII£|g|i 2 IZ^Ufc. 
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it® (Th r-OPN) lC**-*-*||M!tft£{iM 5jJtftt«fcUHW$nfc. %tc. 

H ffi 0IJ 7 

C D4 + Tiffllfe;£1£<fcll»iiti& : 
H«S0iJ2T'l#e>tlfcM 5*Jitt£ffll\TC D 4 + T JHJfe^1£fclB*|*l!t«i7 ? 
o JffaHJSttftC D 4 + T$lJjfc P E^^SC D4 (L3T4 : PharM 
i ngenl) fiiftt F I T C^SSC D 6 9 jltft (PharMi ngengg) £ 
ffllK FACS + f UA- (FACSca I i ber : B Dgf) |CT8?*Jt l/fc ( 

JUT. rFACs)g#fj tiN^) . £fts itmtvxu> hn-;ujji# 

fc, ^n6<D<s*fiem^e»jStt{bcD4 + Tifflflaife*^ttju/j:'fe0^igi 4ic* 

tf>j£1£<fcc d 4 + TiffflliS©iiJ^o^'>teJ;^$fflfl&^0M'>^4C>e.nrc. 

8 

con A&s'&niftmftmMMmomm : 

(1) CD4 + T|M&. V^P7 7-vU(0^ai 

f?£ST9*£0 P N*«T9*|C^tt-?;rlC o n A*jft4'l/T*6 6 I^NIIft 
<Z> ffF H ft CD4 + TSHJj&, 7^P77-^S, FACS 

HMfflCTlltUl/fc. Gr1 + CD1 1 b + , CD4\ F 4 / 8 0 + H#£-*tl-e 

CD4 + T$maa, ituyT-vwub^it. Gn + cDi 

J:t/CD4\ F 4/8 0 + <DlfefeteJUT<P«fcptCLT*7^/t. C o n A&5& 
, 6*M0jffM*&9g^liiL$€fftCliU e^5 L XkCD4 (L 3 T 4 ) 
Gr1 (RB6-8C5) (&IC P h a r M i n g e ni) , F 

4/8 Ojftft (Caltag laboratories g{) 7. h 

U/h7ey>-F I TC (DAKOg) VteftLtc. FAC S»«f©JSl^& 
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ft. 

(2) mpo (5xp^;u^+^>y--bf) tt#t«k*jff^tB«(cteita»*» 

L/s ^@14^;U^-+->y--tfMS^?7oZS:o tf^T'C Wattle 1 LXiK 
MPOfcW (DAKOgJ) £4 e C-lftjg/5£-tt>fc. ftlC. Z^ftiLtENV 
I S I ON (DAKOI3) £J5J&$-tf\ &glfefe£fT^£. 

*®isjr, mxLitfftmmto commit &?>ti* m&mmt&^mmjk 
m m m 9 

JFifc^ExJi'V 9 3.1;: felt -so pno hp>tf >jlffls«i©«lll©j»*f : 

( 1 ) »TOM P OSS14IC»*0O P N#5;t£§*i? 

JfcLfc#*J*£»*0G S TUs^O PNIS12 0 fl g/m I T*$iJ£j[U£o 

PN (LI 7-N294) (ihP>lf>IC«fcoTR1 54iS1 
5 5-efflK$n, N*MONA-70P N (L 1 7 - R 1 5 4) £C$H%m<D 
CA-70PN (SI 55-N294) <h&S©T> d tl £ * G S T MS* >A* 
£H£ftS«fc5C&l=jj*-f^as£TflMHUfc. fcfi, N A-70 P N <fc C A-7 
OPNIi, V^XWIH c D N AA>6ftOT'7'r V- (E5US^ 1 2 ~ 1 5) 
P C RlC«fcU^P-->^Ufc. 

±gT930 P N : 

5' — TAGGGATCCCTCCCGGTGAAAGTGACTGAT— 3' 
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5' — GTCTCGAGTTAGTTGACCTCAGAAGATGA— 3' 

NA-7'0 P N : 
■£&0 P N7 *7 - 1*75* "7- 

5' — AACCTCGAGTTACCTCAGTCCATAAGCCAA— 3' 
CA-70 P N 

5' — CAGGGATCCTCAAAGTCTAGGAGTTTCCAG — 3' 
iS7^0 P N U/t-^^7«< "7- 

±IE©:7*7-<T-£fflUTl#e>ftS P C RflMfet*; B amH I £ X h o I 
RfltXffifcfe, p G E X 6 P- 1 t**- (Ame r s h amiS) legAU A 
Bl 310 Genetic Analyzer automatic sequ 
encer (Appl led Biosystemsg) C>XSE5"J 1/ 
fc. ;*IC, COSBJIJ^^HHJ M 1 0 9|C^Abt^IS$«IgM t GST 

2 0/ig/m I <D±UG S Tii^O P NiaSTfffJ*$ 3 6 m®mi& UfcJg 

5 0 /x I £>igS±;f<t 1 00m 103,3' ,5, 5' -tet ramethy I b 
enzidine liquid substrate system (Sigm 
a§J)<t:£}.gfnU 3 7°CT3 0#*P;£U 4 5 0 n m 0l» ft S d <h 

NA-70 P N#M POgtt*±»S-tt*d£#WB3*lfc. 

(2) fftaiojffiirt^oaiaioFAcsjffiff 
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.Con AS-^ffFK^eSlfll^^Sjllb, G r 1 + C D 1 1 b + $fflfl&£ F A C S 

mmistzo sat* itmtbx^>hn-jm^ (i^^-y-^i go zm^xm 
f ac smmo&sk* M5tn.&&mz£v, &+w<Dfffmto^<DmmtfWffli< 
o) mm*M i p- 2 moms. 

m±mWX\ZC o n A£&5Ufc'&, 6, 12, 2 4 ftlH&QffFH* 
5M I P-2fi|^M I P-2 E I A kit ((*)ftft£4fefflX0f«)tJl)liT 
ii5£Ufc 0 JtR£UT3>hn-./Hfttt dE$£lt¥ I gG) €ffll*TH 

JFFB1*M I P-2ffifl>ai;e©*a»» MSffitttt^lCfcUM I P - 2 

(4) ffFBrttfcttSOPNSSttoM. o 9 WJ >0*aO»Ki 
a 4 -f >x^U ><k a 9 >x^'J >©fgJS£2lflS0i 5 tmftnJ?* 
m^jtVTfr*** A P C R-CiMJtUfc. illSUfcfilliG 3 P D H d 

JFFI5SrtlCfc(tSO P NSgfta 4, a 9 << U >©56£JB*T©£*» a 4 

tut. ctittffF«rtK:o4» a 9-r >&m®+%mi&<z>&mtfV9Wzti 

m m m 10 

jfk*©im i**-f >aa©aj£ : 

( l ) JFFH* I F N - r fgll!fiJ!&©8¥#T 

Con AS4vC7^^6^lHUfcN KT$fflJte<!:TilHlfl&©i£g±;S*© I F N- 
7&IFN-7 E I A kit (Pharmi ngeng)€fflUTlSbt. 
^©$£3l£ia2 1 iC^Ufco 
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m± l/T O * c <h Iggg S ttfc . 
(2) flTJlPp I FN-TlMJi 

M 5 ftftfcig^UfcC o nAff^TC^t, □ > h P -;Hft# £ ®5 is tz C o n 
AJff&V^XICfcU-SJffJi'Ptf) I FN-rfS3E|fi£ I FN-r E I A kit ( 
P h a r m i n g e n 8) l^TSI ^tte><D*£lil£il 2 2 |C*U£. 

JFFflS*p I FN-rfi©ill5£©i£JII, M 5fitft©S^lc«fctj 4 z\yvu-)\,<Dfa 
ftZ&$LtzmG<kV *k I FN-rS#£micM'>LT^3C<!:#%lg;*tt£: 

o 

tSdfCI FN-T«t#fiTLfcCt*6, OPN#NK T $fflBS;S14'fk(Cfi 
Sfc&«*UTl**;:£#*iftStlfc. 

£ HE 0J 11 

o p Nmmmto<D&$ftm<D®m 

O P Nmtin.to<D&5mM&tfltt+Ztttt>lZs M 5#tft©4 00Mg£Con 

3BJ£Lfc. *©»S*H2 3 ic^Ufeo 

ALTi0lf0^i, Co n A4>'&4 3*HimiCM 5 Ufeil^lC 

±g&o PN«^«ai-e**c:t]ft»«WLfc, fbto p Niasm^^s^-r-s 

C&££U, I FN-Tfe«fcl^M I P-2©iiflfe*f|fi**tl» -toie*» NKT 

*tt0jSttfc*H*-r#*c&#*iwi,fc. NKT»aa©attfl:*ifiS^ 
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tlSOSStefcCHS-r* Fas/Fas L &ftiMMfc<fc SffflJ&Pf 

i^t, ±iBoai*fl:*ii*r veiled: y » cnefeiSS^$aiflao5;si4^$ 
t-r*«a*j&jaT**cd:*»&» t ho PNnassttt (2 k i tour 
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m * o m ® 

2. >^>£fc(*-€-«>77^> h^7>b'g|5#lCtt-f £#ttt#, R 

G DE5>J£S$-f >x*'J >£*7xT**>^>£fc(i-?-077^*> h<h 
0»£*BSU do S V V YG L RE5H*B«"i-«W>x^U ><h*7.T-*7tf 

4. ^7xX*^>^>*fcli-e077^^>h^^KSP^*«, (A) T*^ 

(A) RGDSVVYGLR 

5. *XT*tf>?>&ltlt : Z<D7 : 7#*> h^7> Kffl»A«» (B) 
£ft£^7> h*£^tfS7> HT**»*«» 1 BEKOftft&am&ttfcH 

(B) V D T Y D G R G D S V V Y G L R S 

6. ftft&am«r. n K.TflttT£dR«giffi nfcuuws mc^n**©* 

7. N K T$0B&(D I FN-rtt£*M-r«fe®Tft«ttMM6mttOft& 

ssaiJiaai4ftifls»j. 
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k © & & a 3 & bs a is ft rb * m . 

1 2. Tftfi^ CD4 + TttfWg*SSI1 1 HiStE©fc£SM§;ifflJiS;£1$ 

i3. Fas/Fas l m^mmmm^mmt z tw&zmmmm i 

i 4. ff(t , ««^iiBM*«iB*-r«<bo-T*ft«ii3itmi n^Ei^fti 2n© 

1 6. |fflJ!&#, N K T$flBS, TM£>&£tfti<&&&&3fl!lB 
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23. jffmmic, ift$gufii 8js^i\u^2 i m<o<siHfr<DmmM(Df{i$$m 
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SEQUENCE LISTING 

<110> I mmuno-Bio logical Laboratories Co., Ltd. 
G-in Techno Science Co., Ltd. 

<120> Immunocompetent cell activation inhibitor and use thereof 

<130> PF-040006-WO 

<150> JP 2003-146188 
<1 51 > 2003-05-23 

<160> 15 

<170> Patentln version 3.1 

<210> 1 

<211> 10 

<212> PRT 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence: fragment peptide 
<400> 1 

Arg Gly Asp Ser Val Val Tyr Gly Leu Arg 
1 5 10 



<210> 2 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:2k1 peptide 

<400> 2 



Val Asp Thr Tyr Asp Gly Arg Gly Asp Ser Val Val Tyr Gly Leu Arg 
15 10 15 
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Ser 



<210> 3 

<211> 17 

<212> PRT 

<213> Artificial 

<220> 

<223> Description of Artificial Sequence:M5 peptide 
<400> 3 

Cys Val Asp Val Pro Asn Gly Arg Gly Asp Ser Leu Ala Tyr Gly Leu 
15 10 15 



Arg 



<210> 4 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> primer 

<400> 4 

accacagtcc atgccatcac 20 

<210> 5 

<211> 21 

<212> DNA 

<213> Artificial 



<220> 

<223> primer 
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<400> 5 

tccaccaccc ctgttgctgt a 



<210> 6 

<211> 20 

<212> DNA 
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